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	CurrentPageNumber: 
	Double-blind peer review submissions: write DBPR and your manuscript number here instead of author names.: Shomyseh Sanjabi
	YYYY-MM-DD: 2019/08/10
	na: 
	y: 
	Provide a description of all commercial, open source and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: No software was used.
	Provide a description of all commercial, open source and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: Flowjo software v9.9.4 was used for flow cytometry data analysis and GraphPad Prism 6.0 software was used for data visualization and statistical analysis. 
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: All data is presented in the manuscript and the raw data have been included in the data source file.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: No sample size-calculation was performed. We typically use 4-5 animals per genotype for each experiment, and have repeated each experiment at least 2 times. 
	life: 
	behavioural: 
	eee: 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: No data was excluded.
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: All attempts at replication were successful.
	Describe how samples/organisms/participants were allocated into groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: To make sure that the various RNA sensor KO animals have a similar genetic background and microbiome as much as possible, we first created Mavs−/+ Tlr3−/+ Tlr7−/+  and then crossed them to each other to create the experimental Mavs+/+ Tlr3+/+ Tlr7+/+ (WT), Mavs−/− Tlr3+/+ Tlr7+/+ (Mavs−/−), Mavs+/+ Tlr3−/− Tlr7+/+ (Tlr3−/−), Mavs+/+ Tlr3+/+ Tlr7−/− (Tlr7−/−); Mavs−/− Tlr3−/− Tlr7+/+ (Mavs−/− Tlr3−/−) , Mavs−/− Tlr3+/+ Tlr7−/− (Mavs−/− Tlr7−/−), Mavs+/+ Tlr3−/− Tlr7−/− (Tlr3−/− Tlr7−/−), and Mavs−/− Tlr3−/− Tlr7−/− (triple knockout, TKO) animals. The animals were then maintained in the same breeding colony. Age-matched females from each genotype were used for subsequent studies.  
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: No blinding was involved. 
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection, noting the frequency and periodicity of sampling and providing a rationale for these choices. If there is a gap between collection periods, state the dates for each sample cohort. Specify the spatial scale from which the data are taken: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 
	Briefly describe the study. For quantitative data include treatment factors and interactions, design structure (e.g. factorial, nested, hierarchical), nature and number of experimental units and replicates.: 
	Describe the research sample (e.g. a group of tagged Passer domesticus, all Stenocereus thurberi within Organ Pipe Cactus National Monument), and provide a rationale for the sample choice. When relevant, describe the organism taxa, source, sex, age range and any manipulations. State what population the sample is meant to represent when applicable. For studies involving existing datasets, describe the data and its source.: 
	Describe the data collection procedure, including who recorded the data and how.: 2
	Describe the measures taken to verify the reproducibility of experimental findings. For each experiment, note whether any attempts to repeat the experiment failed OR state that all attempts to repeat the experiment were successful.: 
	Describe the study conditions for field work, providing relevant parameters (e.g. temperature, rainfall).: 
	State the location of the sampling or experiment, providing relevant parameters (e.g. latitude and longitude, elevation, water depth).: 
	Describe the efforts you have made to access habitats and to collect and import/export your samples in a responsible manner and in compliance with local, national and international laws, noting any permits that were obtained (give the name of the issuing authority, the date of issue, and any identifying information).: 
	Describe any disturbance caused by the study and how it was minimized.: 
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: AF700 CD8α (YTS169.4), PE-Cy7 CD8α (SK1), AF700 IAIE (MHC-II; M5/114.15.2), PE-Cy7 Ly6c (HK1.4), A647 EpCAM-1 (epithelial cell adhesion molecule 1; G8.8), and APC-Cy7 CD11c (N418) antibodies were from BioLegend. PE-CF594 Ly6G (1A8), PerCP-Cy5.5 CD11b (M1/70), BV605 CD44 (IM7), BV605 CD86 (GL-1), APC-Cy7 TCRβ (H57- 597), PE CD45 (30-F11), and biotin-conjugated NK1.1 (PK136) and TCRβ (H57-597) antibodies were from BD Biosciences. Biotin-conjugated CD19 (1D3) antibodies were from the University of California, San Francisco Monoclonal Antibody Core. 
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: The commercially available antibodies are rigorously validated by the vendors. We have titrated each antibody for our specific assay and have ensured the pattern of staining is consistent with our previous results or published results from other laboratories. 
	State the source of each cell line used.: Stocks of ZIKV were propagated in Vero cells (ATCC, CCL-81) and viral titers were determined by focus-forming assay on LLC-MK2 cells (ATCC, CCL-7).
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: Cell lines were authenticated by morphology.
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: Cell lines are routinely tested for Mycoplasma contamination and they have never tested positive. 
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: None used.
	Provide provenance information for specimens and describe permits that were obtained for the work (including the name of the issuing authority, the date of issue, and any identifying information).: 
	deposition: 0
	If new dates are provided, describe how they were obtained (e.g. collection, storage, sample pretreatment and measurement), where they were obtained (i.e. lab name), the calibration program and the protocol for quality assurance OR state that no new dates are provided.: 
	datescheck: 0
	For laboratory animals, report species, strain, sex and age OR state that the study did not involve laboratory animals.: C57BL/6NCr WT (NCI), Rag1tm1Mom (Rag−/−), Tg(TcrLCMV)327Sdz, H2dlAb1-Ea  (MHC-II−/−), Igh-6tm1Cgn (muMT−/−), and Cd8atm1Mak (CD8−/−) were used in these studies. B6 backcrossed Tlr3−/− (JAX), Tlr7−/− (JAX), and Mavs−/− mice from Dr. James Chen (UT Southwestern) were kindly provided by Dr. Akiko Iwasaki (Yale University). We crossed Mavs−/+ Tlr3−/+ Tlr7−/+ females to Mavs−/+ Tlr3−/+ Tlr7−/+ males to generate the experimental Mavs+/+ Tlr3+/+ Tlr7+/+ (WT), Mavs−/− Tlr3+/+ Tlr7+/+ (Mavs−/−), Mavs+/+ Tlr3−/− Tlr7+/+ (Tlr3−/−), Mavs+/+ Tlr3+/+ Tlr7−/− (Tlr7−/−); Mavs−/− Tlr3−/− Tlr7+/+ (Mavs−/− Tlr3−/−) , Mavs−/− Tlr3+/+ Tlr7−/− (Mavs−/− Tlr7−/−), Mavs+/+ Tlr3−/− Tlr7−/− (Tlr3−/− Tlr7−/−), and Mavs−/− Tlr3−/− Tlr7−/− (triple knockout, TKO) animals. 
	Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, say where and when) OR state that the study did not involve wild animals.: No wild animals were used. 
	For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature, photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.: Captive-bred mature (> 5year old) parous, cycling female rhesus macaques (Macaca mulatta) used in this study were from the California National Primate Research Center. All animals were negative for antibodies to WNV, HIV-2, SIV, type-D retrovirus, and simian T cell lymphotropic virus type 1 at the time the study was initiated. The animals were housed in accordance with the recommendations of the Association for Assessment and Accreditation of Laboratory Animal Care International Standards and with the recommendations in the Guide for the Care and Use of Laboratory Animals of the National Institutes of Health. The Institutional Animal Use and Care Committee of the University of California, Davis, approved these experiments (Protocol # 19471). When immobilization was necessary, the animals were injected intramuscularly with 10 mg/kg of ketamine HCl (Parke-Davis, Morris Plains N.J.). All efforts were made to minimize suffering. Details of animal welfare and steps taken to ameliorate suffering were in accordance with the recommendations of the Weatherall report, "The use of non-human primates in research". Animals were housed in an air-conditioned facility with an ambient temperature of 21-25°C, a relative humidity of 40%-60% and a 12 h light/dark cycle. Animals were individually housed in suspended stainless steel wire-bottomed cages and provided with a commercial primate diet. Fresh fruit was provided once daily and water was freely available at all times. A variety of environmental enrichment strategies were employed including housing of animals in pairs, providing toys to manipulate and playing entertainment videos in the animal rooms. In addition, the animals were observed twice daily and any signs of disease or discomfort were reported to the veterinary staff for evaluation. The animals were sacrificed by intravenous administration of barbiturates.
	Identify the organization(s) that approved the study protocol.: All mouse experiments were conducted with all relevant ethical regulations for animal testing and research and were done in accordance with guidelines set by the Institutional Animal Care and Use Committee of the University of California, San Francisco under protocol #AN151865-03A. The macaques were housed in accordance with the recommendations of the Association for Assessment and Accreditation of Laboratory Animal Care International Standards and with the recommendations in the Guide for the Care and Use of Laboratory Animals of the National Institutes of Health. The Institutional Animal Use and Care Committee of the University of California, Davis, approved these experiments (Protocol # 19471).
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, gender, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": 
	Describe how participants were recruited. Outline any potential self-selection bias or other biases that may be present and how these are likely to impact results.: 
	Provide the trial registration number from ClinicalTrials.gov or an equivalent agency.: 
	Note where the full trial protocol can be accessed OR if not available, explain why.: 
	Describe the settings and locales of data collection, noting the time periods of recruitment and data collection.: 
	Describe how you pre-defined primary and secondary outcome measures and how you assessed these measures.: 
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the sequencing depth for each experiment, providing the total number of reads, uniquely mapped reads, length of reads and whether they were paired- or single-end.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 2
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: Sample collection was performed using FACSDiva software (BD), and analyses were performed using FlowJo v9.9.6.
	axislabels: 1
	axisscales: 1
	plots: 1
	numberpercentage: 1
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: Cells from FRT tissues were isolated using collagenase digestion. LN and spleen tissues were processed without any collagenase digestion.
	Identify the instrument used for data collection, specifying make and model number.:  13 color flow cytometer LSR-II from BD Biosciences equipped with 4 lasers (Blue, Violet, Red, Green).
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: Prior to sorting into Trizol, a few hundred cells were sorted into FACS buffer to check for purity. All the sorted cell populations had >95% purity.
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: For all analyses, cells were  first gated on SSC-A and FSC-A, dead cells were excluded, then doublets were excluded based on either FSC-H/FSC-A, FSC-H/FSC-W, or SSC-A/SSC-H as indicated in supplementary figures. T cells were identified based on TCRb, CD8a and CD4 staining. PMNs were CD45+ CD11b+ Ly6G+, Stroma were CD45- EpCAM-1-, epithelium was CD45- EpCAM-1+, Non-PMNs were CD45+ LycG-, CD11b+ monocytes were CD45+ TCRb- NK1.1- CD19- EpCAM-1- Ly6G- CD11b+ Ly6c+/- IAIE+/-.
	gatingcheck: 1
	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
	Describe the template used for normalization/transformation, specifying subject space or group standardized space (e.g. original Talairach, MNI305, ICBM152) OR indicate that the data were not normalized.: 
	Describe your procedure(s) for artifact and structured noise removal, specifying motion parameters, tissue signals and physiological signals (heart rate, respiration).: 
	Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.: 
	Specify type (mass univariate, multivariate, RSA, predictive, etc.) and describe essential details of the model at the first and second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).: 
	Define precise effect in terms of the task or stimulus conditions instead of psychological concepts and indicate whether ANOVA or factorial designs were used.: 
	whole: 
	ROI: 
	both: 
	Describe how anatomical locations were determined (e.g. specify whether automated labeling algorithms or probabilistic atlases were used).: 
	Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.: 
	Describe the type of correction and how it is obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).: 
	Report the measures of dependence used and the model details (e.g. Pearson correlation, partial correlation, mutual information).: 
	Report the dependent variable and connectivity measure, specifying weighted graph or binarized graph, subject- or group-level, and the global and/or node summaries used (e.g. clustering coefficient, efficiency, etc.).: 
	Specify independent variables, features extraction and dimension reduction, model, training and evaluation metrics.: 



